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DETAILED ACTION 

1 . Applicant's response and amendment received December 21 , 2006 is 
acknowledged. 

Claims 1-25 are pending in the instant application. 

Applicant's election with traverse of Group III in the reply filed on December 21 , 
2006 is acknowledged. The traversal is on the grounds that there is no search burden 
in concurrently examining all pending claims. In view of the prior art and applicant's 
persuasive arguments, the restriction requirement has been withdrawn. 

Claims 1-25 are under examination as they read on methods of forming peptide 
antibody complexes. 

Claim Objections 

2. Claim 7 is objected to in the recitation of "GHS-R". GHS-R is an abbreviation 
that stands for growth hormone secretagogue receptor, as evidenced by Howard et at., 
Feighner et al. t and the instant specification (lines 8-27 of page 9 and lines 9-16 of page 
11). Note that Howard et al. and Feighner et al. are both cited in the aforementioned 
passages of the specification. The specification also discloses that the polypeptide 
sequence of GHS-R is SEQ ID NO:5 (see particularly lines 25-26 of page 9). In the 
interest of clarity, it is suggested that all abbreviations be spelled out in full upon their 
first recitation in the independent claim or the first dependent claim wherein the 
abbreviation is recited. Alternatively, applicant may wish to recite the appropriate SEQ 
ID number in place of "GHS-R". 



3. 



Claim Rejections - 35 USC §112 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 
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The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

4. Claim 7 is rejected under 35 U.S.C. 112, second paragraph, as being incomplete 
for omitting essential steps, such omission amounting to a gap between the steps. See 
MPEP § 2172.01. The omitted steps are how signal transduction is inhibited in the 
provided cell expressing GHS-R. 

Specifically, the claim recites providing a GHS-R expressing cell, providing a 
peptide, and contacting the peptide with an antibody that binds said peptide. The 
specification discloses that GHS-R is a receptor, that the polypeptide consisting of 
residues 24-37 of SEQ ID NO:2 is a ligand for GHS-R, and that antibodies can be made 
that bind said polypeptide and antagonize the binding of said polypeptide to said 
receptor. The polypeptide of SEQ ID NO:2 is not membrane bound, and as such the 
binding interaction between the polypeptide and antibody occurs in solution. Note that 
the recited steps of providing do not indicate that the cell and polypeptide are mixed 
together such that any interaction is possible. Further, even if the cells and 
polypeptides were mixed together, the presence of the antibody bound to the peptide 
would preclude any interaction. Therefore, the recited method steps do not physically 
do anything to the cell since the antibody effectively removes the polypeptide from any 
potential reaction mixture. As such, nothing has happened to change the cell itself such , 
that signal transduction is inhibited, and the recited method is equivalent to providing a 
cell isolated from its environment. An environmentally isolated cell would be perfectly 
competent to transduce a signal via a receptor but would not display signal transduction 
because of the lack of an appropriate ligand. Similarly, applicant's recited method does 
nothing that intrinsically inhibits the ability of the GHS-R expressing cell to transduce a 
signal. 

Claim Rejections - 35 USC § 102 

5. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 
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(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

6. Claims 1-7 and 17-19 are rejected under 35 U.S.C. 102(b) as being anticipated 
by Sheppard et al., (WO 01/38355, see entire document). 

Sheppard et al. teach the human zsig33 polypeptide and antibodies that bind this 
polypeptide (see entire document, particularly the abstract). This polypeptide is 
identical to SEQ ID NO:2 of the instant invention. Suitable epitopes for making 
antibodies that bind zsig33 are disclosed as comprising residues 24-37 of SEQ ID 
NO:2, and a working example is disclosed wherein antibodies which specifically 
recognize the peptide consisting of SEQ ID NO:16 were made (see particularly lines 8- 
20 of page 34, Example 8 on page 80, and note that SEQ ID NO:16 comprises residues 
24-37 of SEQ ID NO:2). Note that the disclosed methods of making antibodies include 
in vitro exposure of lymphocytes to zsig33 as well as selection via antibody surface 
display libraries in phage and bacteria (see particularly from line 8 of page 36 to line 15 
of page 38). The antibodies of Sheppard are taught as occurring many forms including 
humanized antibodies that are preferred for administration to humans due to their 
increased half-life and decreased immunogenicity (see particularly the paragraph 
spanning pages 35 and 36). 

The antibodies of Sheppard et al. are taught for use in many methods. One 
method is purifying zsig33 polypeptides (see particularly lines 23-30 of page 37). Other 
methods include in vivo diagnostic and therapeutic applications wherein an anti-zig33 
antibody is administered to a mammal (see particularly lines 8-15 of page 38). Anti- 
zsig33 antibodies are taught as being neutralizing antibodies or antagonists that block 
the binding of zsig33 to GHS-R in vitro and in vivo (see particularly lines 23-30 of page 
37). Sheppard et al. further disclose that antagonists block zsig33 binding and signal 
transduction in vitro and in vivo, and that secretion of growth hormone can be regulated 
by the formation of a peptide receptor complex between zsig33 and GHS-R (see 
particularly lines 3-7 of page 37 and lines 19-20 of page 11). The portion of SEQ ID 
NO:2 that is responsible for binding to GHS-R is disclosed as being residues 24-37 of 
SEQ ID NO:2 (see example 9). Growth hormone secretagogues (GHS) stimulate the 
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release of growth hormone when they bind the GHS-R receptor present in the pituitary 
and hypothalamus, and zsig33 is disclosed as being a growth hormone secretagogue 
(see particularly lines 14-20 of page 1 1 and lines 22-24 of page 54). As such, 
antagonizing the interaction between zsig33 and GHS-R, such as by formation of an 
antibody/polypeptide complex, leads to decreased growth hormone secretion. Also 
note that anytime an anti-zsig33 antibody binds zsig33, a peptide-antibody complex has 
been formed. 

Therefore, the prior art anticipates the claimed invention. 

Claim Rejections - 35 USC § 103 

7. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

This application currently names joint inventors. In considering patentability of 
the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 
the various claims was commonly owned at the time any inventions covered therein 
were made absent any evidence to the contrary. Applicant is advised of the obligation 
under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 
not commonly owned at the time a later invention was made in order for the examiner to 
consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 
prior art under 35 U.S.C. 103(a). 

8. Claims 8-16 and 20-25 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Sheppard et al., (WO 01/38355, see entire document) in view of 
Bednarek (WO 01/92292, see entire document) as evidenced by the Merck Manual of 
Diagnosis and Therapy. 

The teachings of Sheppard et al. have been discussed above. These teachings 
differ from the claimed invention in that while Sheppard et al. teach methods of 
administering antagonists, such as antibodies that bind a polypeptide comprising 
residues 24-37 of SEQ ID NO:2, to patients to inhibit signal transduction and growth 
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hormone secretion, they do not teach that administering said antibodies reduces weight, 
decreases fat deposition, suppresses appetite, or treats metabolic disorders in patients. 
As such, Sheppard et al. do not teach the selective administration of their antibodies to 
patients that are in need of reduced weight, decreased fat deposition, suppressed 
appetite, or metabolic disorder treatment. 

Bednarek teaches that ghrelin antagonists are to be administered to humans to 
facilitate weight loss, decrease appetite, facilitate weight maintenance, treat obesity, 
and treat diabetes (see entire document, particularly lines 7-15 of page 6). The 
polypeptide of SEQ IDS NO:2 of the instant invention, also disclosed as zsig33 by the 
instant invention, is human ghrelin (see enclosed sequence alignment). 

Therefore, it would have been obvious to a person of ordinary skill in the art at 
the time the invention was made to use the antibody antagonists disclosed by Sheppard 
et al. in the methods disclosed by Bednarek. Motivation to do so comes from the 
teachings of Bednarek that administration of antagonists provides the advantages of 
treating various human disorders such as obesity and diabetes and from the teachings 
of Sheppard et al. that their antagonist antibodies are suitable for in vivo use, with 
humanized antibodies offering the particular advantages of increased half-life and 
decreased immunogenicity when administered to humans. Therefore, a skilled artisan 
would realize that he could effectively treat human diseases such as obesity and 
diabetes by administering the antagonist antibodies of Sheppard et al. 

Note that the Merck Manual defines obesity as the excessive accumulation of 
body fat, and therefore a method of treating obesity would necessarily decrease body 
fat (see entire document, particularly page 58). Note also that diabetes is a metabolic 
disorder of glucose metabolism (Ibid, see particularly pages 165-177). 

Double Patenting 

9. The nonstatutory double patenting rejection is based on a judicially created 
doctrine grounded in public policy (a policy reflected in the statute) so as to prevent the 
unjustified or improper timewise extension of the "right to exclude" granted by a patent 
and to prevent possible harassment by multiple assignees. A nonstatutory 
obviousness-type double patenting rejection is appropriate where the conflicting claims 
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are not identical, but at least one examined application claim is not patentably distinct 
from the reference claim(s) because the examined application claim is either anticipated 
by, or would have been obvious over, the reference claim(s). See, e.g., In re Berg, 140 
F.3d 1428, 46 USPQ2d 1226 (Fed. Cir. 1998); In re Goodman, 11 F.3d 1046, 29 
USPQ2d 2010 (Fed. Cir. 1993); In re Longi, 759 F.2d 887, 225 USPQ 645 (Fed. Cir. 
1985); In re Van Ornum, 686 F.2d 937, 214 USPQ 761 (CCPA 1982); In re Vogel, 422 
F.2d 438, 164 USPQ 619 (CCPA 1970); and In re Thorington, 418 F.2d 528, 163 USPQ 
644 (CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1.321(c) or 1.321(d) 
may be used to overcome an actual or provisional rejection based on a nonstatutory 
double patenting ground provided the conflicting application or patent either is shown to 
be commonly owned with this application, or claims an invention made as a result of 
activities undertaken within the scope of a joint research agreement. 

Effective January 1 , 1994, a registered attorney or agent of record may sign a 
terminal disclaimer. A terminal disclaimer signed by the assignee must fully comply with 
37 CFR 3.73(b). 

10. Claims 1-3 are provisionally rejected on the ground of nonstatutory obviousness- 
type double patenting as being unpatentable over claim 1 1 of copending Application No. 
10/927,484. Although the conflicting claims are not identical, they are not patentably 
distinct from each other because the copending claims anticipate the instant claims. 

Specifically, claim 11 of the '484 application recites "A method for reducing the 
activity of a polypeptide comprising administering an antibody that specifically binds to 
the polypeptide, wherein the polypeptide comprises an amino acid sequence of SEQ ID 
NO: 2 from amino acid 24 to amino acid 37." When the antibody binds the recited 
polypeptide a complex is necessarily formed. The copending claim recites that the 
formation of the antibody/polypeptide complex "reduces the activity of the polypeptide" 
whereas the instant claims do not require the complex to comprise any functional 
activity or significance, thus making the instant claims broader in scope. Note that SEQ 
ID NO:2 is identical in both applications. Therefore, the copending claim anticipates the 
instant claims. 

This is a provisional obviousness-type double patenting rejection because the 
conflicting claims have not in fact been patented. 



Application/Control Number: 10/679,813 
Art Unit: 1644 



Page 8 



1 1 . Claims 5-7 and 1 7-1 9 are provisionally rejected on the ground of nonstatutory 
obviousness-type double patenting as being unpatentable over claim 11 of copending 
Application No. 10/927,484 in view of Sheppard et al (WO 01/38355). 

The copending claim recites administering an antibody that reduces the activity 
of a polypeptide comprising residues 24-37 of SEQ ID NO:2, but the activity of said 
polypeptide is not recited. 

Sheppard et al. teach that SEQ ID NO:2 is a growth hormone secretagogue 
(GHS) that causes the release of growth hormone from pituitary cells when SEQ ID 
NO:2 binds its receptor, GHS-R, and teach that antibodies can be administered to 
patients to antagonize this interaction (see entire document, particularly lines 14-20 of 
page 11, page 37, and lines 22-24 of page 54). Such antibodies when humanized offer 
the advantages of increased half-life and decreased immunogenicity (see particularly 
the paragraph spanning pages 35 and 36). Sheppard et al. also disclose an antibody 
that binds a peptide consisting of SEQ ID NO:16, and that their antibodies can be used 
in methods of purifying polypeptides. 

Therefore, a skilled artisan would know that antibodies that reduce the activity of 
SEQ ID NO:2 can be administered to humans to reduce growth hormone secretion, and 
that this reduction in secretion occurs because an antibody/polypeptide complex is 
formed that prevents the association of SEQ ID NO:2 with its receptor GHS-R. A skilled 
artisan would also know that such antibodies could be used to purify polypeptides, and 
that affinity purification relies upon the formation of an antibody/polypeptide complex as 
a selection mechanism to increase purity of the polypeptide. 

This is a provisional obviousness-type double patenting rejection. 

12. Claims 8-16 and 20-25 are provisionally rejected on the ground of nonstatutory 
obviousness-type double patenting as being unpatentable over claim 11 of copending 
Application No. 10/927,484 in view of Sheppard et al (WO 01/38355) as applied to 
claims 5-7 and 17-19 above, and further in view of Bednarek (WO 01/92292, see entire 
document) as evidenced by the Merck Manual of Diagnosis and Therapy. 
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The teachings of the copending claim and the art of Sheppard et al. have been 
discussed above. These teachings differ from the claimed invention in that they do not 
indicate that the antibodies which decrease the activity of a polypeptide comprising 
amino acids 24-37 of SEQ ID NO:2 should be administered to patients in need to weight 
loss, decreased fat deposition, appetite suppression, or metabolic disorders. 

The copending claim recites administering an antibody that reduces the activity 
of a polypeptide comprising residues 24-37 of SEQ ID NO:2, but the activity of said 
polypeptide is not recited. 

Bednarek teaches that ghrelin antagonists are to be administered to humans to 
facilitate weight loss, decrease appetite, facilitate weight maintenance, treat obesity, 
and treat diabetes (see entire document, particularly lines 7-15 of page 6). The 
polypeptide of SEQ IDS NO:2 of the instant invention, also disclosed as zsig33 by the 
instant invention, is human ghrelin (see enclosed sequence alignment). 

Note that the Merck Manual defines obesity as the excessive accumulation of 
body fat, and therefore a method of treating obesity would necessarily decrease body 
fat (see entire document, particularly page 58). Note also that diabetes is a metabolic 
disorder of glucose metabolism (Ibid, see particularly pages 165-177). 

Therefore, a person of ordinary skill in the art at the time the invention was made 
would have been motivated to use above discussed antibody antagonists in the 
methods disclosed by Bednarek so that important human conditions such as diabetes 
could be treated with an agent that offers the advantages of increased half-life and 
decreased immunogenicity when administered to humans. 

This is a provisional obviousness-type double patenting rejection.. 

1 3. No claims are allowable. 

14. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Michael Szperka whose telephone number is 571-272- 
2934. The examiner can normally be reached on M-F 8:00-4:30. 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Christina Chan can be reached on 571-272-0841. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 




Michael SzperRa, Ph.D. 
Patent Examiner 
Technology Center 1600 
March 3, 2007 



